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REMARKS 

Claim 51-57 were pending. Applicants have herein amended claims 51 and 57, cancelled 
claim 52, and added new claims 58-171. Support for the amendments and new claims can be 
found throughout the Specification as filed; see, e.g., the U.S. Publication of the present 
Specification, U.S. 2004/0071683 at paragraphs: [0008], [0018]-[0031], [0040], [0041], [0042], 
[0043], [0044], [0048], [0051], [0052], [0053], [0062], [0063], [0064], [0065], [0066], [0067], 
[0068]; at Figures 1-14 and Tables 4, 5, and 6; and in Experiment 6. Accordingly, no new 
matter has been added. 

New claims 58-171 correspond to the elected Group I of the Restriction Requirement 
mailed 9/12/2006, directed to a method for treating an autistic disorder with digestive enzymes. 

In light of the amendments and response herein, Applicants respectfully request 
reconsideration and allowance of the presently pending claims. 

Formal Matters 

Applicants have cancelled the non-elected subject matter directed to ADD and ADHD 
without prejudice to further prosecution in one or more continuation or divisional applications. 

The claims as presently pending are directed to the elected subject matter of treating autism with 
digestive enzymes. Withdrawal of the objections is respectfully requested. 

Double Patenting Rejections 

The Examiner rejected claims 51 and 53-57 on the grounds of nonstatutory obviousness- 
type double patenting as being unpatentable over claims 1-7 of U.S. Pat. No. 6,632,429 in view 
of Beck et al. (U.S. Pat. No. 6,020,310) ("Beck"), stating that it would be obvious to administer a 
CARS test before treatment to set up a reference line for determining the efficacy of the 
treatment. Applicants respectfully request the Examiner to hold the double patenting rejection in 
abeyance pending a finding of allowability of one or more of the pending claims. 



New Matter Rejection 
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Claim 52 has been cancelled, rendering the new matter rejection moot. Withdrawal of 
the rejection is respectfully requested. 



Rejections under 35 U.S.C. J:; 112. second paragraph 

The Examiner rejected claims 51-57 as being indefinite. Applicants have cancelled claim 
52, thereby rendering the indefiniteness rejection of this claim moot. With respect to claim 5 1 , 
the Examiner alleged that the relationship between the limitation of "administering a CARS test 
to determine the degree in which autism symptoms are present" and the method of treatment was 
unclear, and that there was insufficient basis for the limitation "the individual" in line 5. 
Applicants respectfully disagree with respect to claim 51 as amended. First, Applicants have 
amended the claim to add proper antecedent basis for the term "individual." In addition. 
Applicants have amended the claim to recite that a CARS test is administered prior to 
administration of digestive enzymes, and added the limitation of "administering a CARS test to 
the individual after administration of the digestive enzymes to determine the degree in which 
autism symptoms are present post-administration of the digestive enzymes." As acknowledged 
by the Examiner on page 3 of the Office Action, a CARS test can be administered prior to 
treatment to set up a reference line for determining efficacy of the treatment. Applicants 
respectfully note that, per the presently pending claim, a CARS test is administered post 
administration of the digestive enzymes to determine the degree in which autism symptoms are 
present post-administration of the digestive enzymes. Applicants respectfully assert that the 
relationship between pre- and post-treatment evaluation of autism symptoms via a CARS test 
and the method of treatment is definite. Accordingly, Applicants respectftiUy request withdrawal 
of the indefiniteness rejection. 

Rejections under 35 U.S.C. § 103 

The Examiner rejected claims 51-57 under 35 U.S.C. § 103 as being unpatentable over 
Beck in view of Bode et al. (Clin. Biochem (1986) 19:333-37) ("Bode") and Sipos (U.S. Pat. No. 
4,079,125) ("Sipos"). The Examiner alleged that Beck discloses that there are two subgroups of 
autistic patients distinguished on the basis of gastrointestinal symptoms, blood secretin levels, 
the increase in serotonin level after secretin injection, and quantity and quality of fluid produced 
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for secretin stimulation and "that there was a high prevalence of other gastrointestinal 
abnormalities including inflammation of the esophagus, and digestive enzyme deficiencies in 
children with autistic behavior, which supported a relationship between gastrointestinal 
dysfunctions and autism." (emphasis in the original). The Examiner alleged that Beck also 
discloses that chymotrypsin levels were evaluated in patients with chronic, non-infectious 
diarrhea. The Examiner acknowledged that Beck did not disclose treating autistic patients have 
digestive enzyme deficiencies by measuring fecal chymotrypsin levels and then administering 
digestive enzymes to those with lowered fecal chymotrypsin levels. With respect to Bode, the 
Examiner asserted that Bode disclosed a simple photometric determination of chymotrypsin 
activity in stools for the detection of exocrine pancreatic insufficiency, and that Sipos taught 
digestive enzyme compositions which were capable of withstanding hours of exposure to gastric 
fluids. Accordingly, the Examiner alleged that it would have been obvious to "measure fecal 
chymotrypsin levels in autistic patients using the methods of Bode, where the lowered fecal 
chymotrypsin level would be a further indication that the autistic patients belong to a subgroup 
of autism patients having digestive enzyme deficiencies (as suggested by Beck), and to treat 
those patients with Sipos' compositions of digestive enzymes, as lowered fecal chymotrypsin 
levels would indicate exocrine pancreatic insufficiency." 

Applicants respectfully traverse on the grounds that the Examiner has failed to establish a 
prima facie case of obviousness, particularly with respect to the claims as currently pending. 
Applicant respectfully submits that the Examiner has failed to articulate a reason having a 
rational underpinning as to why the present claims are obvious over the cited art. 

As the Supreme Court has clarified, obviousness under 35 U.S. C. § 103 requires 
consideration of the factors set forth in Graham v. John Deere Co. of Kansas City, 383 U.S. 1 
(1966), including an analysis of the scope and content of the prior art and the differences 
between the claimed subject matter and the prior art. KSR Int 7 Co. v. Teleflex Inc., 550 U.S. 398 
(2007). Moreover, and importantly, a logical rationale for why one having ordinary skill in the 
art would have combined the elements in the manner claimed must be set forth. Id. 
"[R]ejections on obviousness grounds cannot be sustained by mere conclusory statements; 
instead, there must be some articulated reasoning with some rational underpinning to support the 
legal conclusion of obviousness." Id. (quoting /« re Kahn, 441 F.3d 997, 988 (Fed. Cir. 2006)). 
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With respect to the scope and content of the prior art and the differences between the 
claimed subject matter and the prior art, Applicants respectfully submit that none of the cited 
references teach or suggest the presently pending claims. For example, claim 5 1 as amended 
recites: A method for treating Autism in an individual, comprising: 

administering a CARS (childhood autism rating scale) test to the individual prior to 
administration of digestive enzymes to determine the degree in which autism symptoms are 
present; 

determining if the individual has a fecal chymotrypsin level less than the normal fecal 
chymotrypsin level; 

administering digestive enzymes to the individual if the determined fecal chymotrypsin 
level is less than the normal fecal chymotrypsin level; and 

administering a CARS test to the individual after administration of the digestive enzymes 
to determine the degree in which autism symptoms are present post-administration of the 
digestive enzymes. 

Independent claims 82 and 109 recite, similarly, steps of determining a fecal 
chymotrypsin level and administering digestive enzymes if the determined fecal chymotrypsin 
level is less than a normal fecal chymotrypsin level. Independent claim 135 recites a method of 
treating autism comprising administering digestive enzymes to an autistic individual. 

Neither Beck, Bode, nor Sipos teach or suggest such methods, either alone or in 
combination. As acknowledged by the Examiner, Beck does not teach treating autistic 
individuals that have digestive enzyme deficiencies by first measuring the level of fecal 
chymotrypsin and then administering digestive enzymes to those with lowered fecal 
chymotrypsin level. Instead, Beck teaches analyzing blood, intestinal tissue, or intestinal fluid of 
autistic children exhibiting chronic, non-infectious diarrhea for the level of various digestive 
enzymes and gut hormones, and administering secretin, a peptide hormone, to those children to 
treat the gastrointestinal and autistic symptoms. Beck at no point mentions evaluating the levels 
of any hormones or enzymes in fecal matter, nor does Beck ever indicate that the patients having 
gastrointestinal dysfunction exhibited any symptoms associated with exocrine pancreatic 
insufficiency in particular. Moreover, Beck at no point discloses or suggests treating autism with 
a digestive enzyme composition; instead. Beck teaches the administration of a peptide hormone. 
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secretin. While Beck notes that autistic patients can be in a subgroup exhibiting "gastrointestinal 
symptoms" or "gastrointestinal abnormalities," these phrases are broad generic descriptions that 
can encompass many disorders, and do not provide the level of specificity regarding an expected 
reduced fecal chymotrypsin level or exocrine pancreatic insufficiency disorder to prompt a 
skilled artisan to modify Beck with the methods of Bode and Sipos. More importantly, in this 
regard Beck noted that some patients in this subgroup exhibited esophageal inflammation and 
certain digestive enzyme deficiencies (carbohydrate digestive enzyme deficiencies in a portion 
(5/12 patients) of the subgroup; see column 16, lines 47-55), but Beck at no point discloses that a 
reduced chymotrypsin level, whether fiuid or tissue or fecal based, is associated with this 
subgroup, nor does Beck disclose exocrine pancreatic insufficiency as a particular type of 
gastrointestinal abnormality associated with any autistic patients. Indeed, and importantly, Beck 
notes at column 16, line 42 that "[a] 11 of the duodenal fluid enzyme activities were within the 
normal range based on the assays performed in our Laboratory on specimens from 215 children 
without pancreatic disease, i.e., cystic fibrosis." (emphasis added). As indicated at column 10, 
lines 37-42, chymotrypsin activity levels were evaluated by Beck, yet the level of chymotrypsin 
was disclosed at coluntm 16 to be within the normal range for individuals who did not exhibit a 
pancreatic disease. In fact. Beck discloses that the only enzymes at abnormal levels were the 
carbohydrate digestive enzymes (disaccharidases and glucoamylases; see Table 7) in only a 
portion of its subgroup. Accordingly, since Beck discloses that the chymotrypsin levels of this 
subgroup of autistic patients with "gastrointestinal symptoms" were consistent with individuals 
not exhibiting pancreatic disease. Applicants respectfiiUy assert that Beck, in fact, teaches away 
from evaluating chymotrypsin levels in fecal matter, as Beck suggests that such levels will be 
normal and will provide no usefiil information in the treatment of autistic patients, including, in 
particular, no useful information as to whether to administer digestive enzymes to autistic 
patients, e.g., those exhibiting a lowered fecal chymotrypsin level. Finally, Beck does not 
suggest in any way that supplementation of digestive enzymes of any type, including 
carbohydrate digestive enzymes, which were the only enzymes reduced in a portion of Beck's 
patients, would provide any therapeutic value to an autistic patient; Beck instead suggests only 
the administration of secretin to such patients. 



Applicant ; Joan M.Fallon Attorney's Docket No.: 25324-0007002 

SerialNo. : 10/681,018 
Filed : October 8, 2003 
Page : 18 of 20 

Bode does not cure the deficiencies of Beck. As stated by the Examiner, Bode teaches a 
spectrophotometric method for determining fecal chymotrypsin levels for the detection of 
exocrine pancreatic insufficiency. However, as indicated previously. Beck teaches that the level 
of chymotrypsin activity in duodenal fluids was normal (and thus comparable to individuals not 
exhibiting pancreatic disease) in its subgroup of autistic patients exhibiting certain other 
particular gastrointestinal symptoms (e.g., inflammation of the esophagus, reduced carbohydrate 
digestive enzymes). Moreover, Beck never associates exocrine pancreatic insufficiency as a type 
of gastrointestinal symptom or disorder associated with its "autistic subgroup." Accordingly, a 
person of ordinary skill in the art would not have been motivated to monitor the fecal 
chymotrj^sin level of autistic patients as an indicator that the autistic individual was part of a 
subgroup identified by Beck as having "digestive enzyme deficiencies," as the individual would 
not have had a reasonable expectation that the chymotrypsin level would be abnormal in 
duodenal fluid, let alone stool. Moreover, Bode teaches that his assay is suitable for diagnosing 
"moderate to pronounced" exocrine pancreatic fimction, but that the sensitivity was appreciably 
lower in middle to moderate impairment of exocrine pancreatic fimction, and that the percentage 
of falsely positive pathological results was due primarily to thin-flowing feces. As noted above, 
the Beck subgroup evaluated had chronic, non-infectious diarrhea, and thus one having ordinary 
skill in the art would fiirther have not been motivated to modify Beck in view of Bode, as he 
would have expected the Bode assay would not provide reliable results in the evaluation of fecal 
chymotrypsin levels and exocrine pancreatic fimction in the individuals exhibiting chronic 
diarrhea. 

Sipos does not cure the deficiencies of either Beck or Bode. While Sipos discloses 
digestive enzyme-containing compositions for treating patients having exocrine pancreatic 
insufficiency, Sipos is silent as to reduced fecal, tissue, or fluid chymotrypsin levels in autistic 
patients. Sipos provides no logical rationale why one having ordinary skill would modify the 
methods of Beck and/or Bode to measure fecal chymotrypsin levels in autistic individuals and 
then to administer digestive enzyme compositions to individuals exhibiting reduced fecal 
chymotrypsin levels. Moreover, as Beck teaches only the administration of a peptide hormone, 
and not a digestive enzyme, and provides no motivation or reasonable expectation of success to 
one having ordinary skill in the art that supplementation of reduced carbohydrate enzymes would 
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provide any therapeutic value to an autistic patient, one having ordinary skill in the art would not 
have been motivated to modify the methods of Beck with Sipos to result in the presently claimed 
invention. 

Given all of the above, Applicants respectfully assert that the Examiner has not made out 
a prima facie case of obviousness of the presently pending claims. Given the fact that Beck 
taught evaluation of enzyme and hormone levels in fluid and tissue samples, and not fecal 
matter, and that Beck fiirther taught that chymotrypsin levels were normal in its subgroup of 
patients exhibiting certain gastrointestinal symptoms, one having ordinary skill in the art would 
not have been motivated to modify the Beck methods to measure fecal chymotrypsin levels and 
then administer digestive enzymes to those individuals exhibiting reduced fecal chymotrypsin 
levels. After review of the Beck reference, one having ordinary skill would not have had a 
reasonable expectation of success that chymotrypsin levels, and particularly fecal chymotrypsin 
levels, could be a biomarker for the subsequent use of digestive enzymes to treat autistic patients. 
Moreover, because Beck disclosed the administration of secretin only, a peptide hormone, and 
provided no nexus between its subgroup exhibiting "gastrointestinal symptoms" and pancreatic 
exocrine insufficiency, and because Beck fiirther taught that duodenal enzyme levels (amylase, 
trypsin, lipase, chymotrypsin, and carboxypeptidase A and B) were normal in its subgroup, one 
having ordinary skill in the art would not have been motivated to modify the methods of Beck 
with Bode and/or Sipos to result in the presently claimed methods for treating autism, and would 
not have had a reasonable expectation of success that such a modification would provide any 
therapeutic value to autistic patients. Accordingly, Applicants respectfully request withdrawal of 
the rejections under 35 U.S.C. § 103. 
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CONCLUSION 

Applicants respectfully assert that all claims are in condition for allowance, which action 
is hereby requested. The Examiner is invited to telephone the undersigned attomey if such 
would expedite prosecution. 

Please charge deposit account 06-1050 for $3,126 for excess claim fees and a $555 for 
the Petition for Extension of Time fee (3 months). Please apply any other charges or credits to 
deposit account 06-1050. 

Respectfully submitted, 
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